INTRODUCTION {#sec1-1}
============

The purpose of continuing review of research studies approved by an Ethics Committees (ECs) is to monitor the progress of the study which was previously approved; not only for the changes but to ensure continued protection of the rights and welfare of research subjects. According to the current framework of regulatory approvals in India, the Institutional ECs (IECs) or institutional review boards (IRBs) have a responsibility to ensure that the clinical trial is conducted, data generated, documented, and reported in compliance with the study protocol, Schedule Y (2005),\[[@ref1]\] Indian Good Clinical Practice (GCP) Guidelines (2001);\[[@ref2]\] as well as all applicable statutory provisions of Drugs and Cosmetics Act and Rules (1940 and its amendments).\[[@ref3]\] Schedule Y (2005) of the Drugs and Cosmetics Act and Rules (1940) in the section on clinical trials states the following as one of the roles and responsibilities of IECs "ECs should make, at appropriate intervals, an ongoing review of the trials for which they review the protocol(s).\[[@ref1]\] Such a review may be based on the periodic study progress reports furnished by the investigators and/or monitoring and internal audit reports furnished by the sponsor and/or by visiting the study sites. In the case of academic research, the revised regulations \[[@ref4]\] state that no permission for conduct of clinical trial intended for academic purposes in respect of approved drug formulation shall be required for any new indication or new route of administration or new dose or new dosage form where - (a) the trial is approved by the EC; and (b) subject to the provisions of sub-rule 5, the data generated is not intended for submission to licensing authority. Given this change in Regulatory orientation with regards to Academic research, it is logical to extrapolate that academic research will be governed under the provisions of the National Ethical Guidelines for Biomedical and Health Research involving human participants (2017).\[[@ref5]\] The European Medicine Agency,\[[@ref6]\] International Council on Harmonisation-GCP,\[[@ref7]\] and the United States Food and Drug Administration (USFDA) guidelines \[[@ref8]\] recommend that IRBs should conduct continuing review of each on-going trial at intervals appropriate to the degree of risk to human subjects. The National Accreditation Board for Hospitals and Healthcare Providers (NABH), Quality Council of India,\[[@ref9]\] in consultation with various stakeholders, has formulated accreditation standards for clinical trial sites, ECs, and investigators. NABH has also trained assessors for accrediting ECs. Subsection 1.4.5 of the Accreditation standards states that monitoring of trials shall be done to ensure equitable selection of subjects, with special attention to vulnerable and high-risk subjects. The Ministry of Health and Family Welfare, India, has granted approval to making the accreditation of ECs, involved in supervision of clinical trials, mandatory with effect from January 1, 2018.\[[@ref10]\]

IMPORTANCE OF ONGOING REVIEW IN HUMAN SUBJECT PROTECTION {#sec1-2}
========================================================

To protect human participants in research, institutions must establish policies and mechanisms for the protection of human research participants. Irrespective of whether research occurs in medical institutions or private institutions/clinics, human subject protection can only be ensured if the IEC/IRB monitors the studies it has approved. Douglass *et al.*\[[@ref11]\] concluded that an active monitoring program can detect deviations from the approved protocol not disclosed in the annual report. The EC of a tertiary level medical institution conducted seven site visits during 2008--2009 using a standardized format to monitor adherence to protocol and the informed consent process. The monitoring identified issues related to informed consent (6/7), protocol deviation (5/7), and reporting of study progress to the IEC (3/7), recruiting additional participants without IEC approval (2/7), reporting of serious adverse events (SAEs) (1/7).\[[@ref12]\] Inspections carried out by the competent authority from 2011 to 2016 which involved ECs across India (data on file; collation of inspection findings of studies and ECs inspected by CDSCO over 2013-2016) observed that at several sites ongoing review was not carried out by EC as per Point (5), (ii) of Schedule of D and C Rules. The inspection findings also noted that EC members never visited sites, no queries/concern was raised in case of multiple protocol deviations and noncompliance when reported, ECs seem to function in isolation and that ECs have little or no communication with the regulatory agency or other ECs. To ensure the safety and well-being of participants, as well as to ascertain that potential risks have not altered, International and Indian guidelines also recommend site visits as one of the methods for continuing review by IECs.\[[@ref13][@ref14]\]

WHAT PREVENTS INSTITUTIONAL ETHICS COMMITTEES/INSTITUTIONAL REVIEW BOARDS FROM CARRYING OUT CONTINUOUS REVIEW/MONITORING? {#sec1-3}
=========================================================================================================================

Lack of administrative infrastructure, lack of a clear framework for undertaking monitoring,\[[@ref15]\] difficulty in motivating members to conduct audits of ongoing studies,\[[@ref16]\] lack of workforce, lack of training of EC members on how to conduct monitoring and inadequate funds are identified as major hurdles for conducting active site monitoring.\[[@ref17]\] Most IECs spend a substantial amount of time in reviewing and approving protocols and reserve some time for passive monitoring but almost none for site visits.

Many IECs restrict themselves to passive monitoring of ongoing studies which includes reviewing data such as SAE reports,\[[@ref17]\] protocol violations,\[[@ref18]\] progress reports, and protocol amendments at prespecified regular intervals according to the guidelines.\[[@ref19]\] If IECs have to look into human subject protection in its entirety, then they need to conduct active monitoring which requires IEC/IRB members to visit study site where studies approved by them are ongoing. Apart from prespecified standard operating procedures (SOPs) which will enable sites to conduct on-site monitoring visits, another useful tool could be a brief checklist that can be used at the site to record observations.

PROCESS FOR CONTINUING REVIEW/MONITORING {#sec1-4}
========================================

Given the lack of clarity on how the ECs should conduct ongoing review, it would be best to fall back on established regulations/guidance (e.g., USFDA and ICMR) on continuing review after the initial approval. USFDA\'s regulations \[[@ref8]\] require an IRB to develop and follow written procedures for - (i) conducting continuing review of research at intervals appropriate to the degree of risk, but not less than once a year, (ii) determining which clinical investigations require review more often than annually, (iii) determining which clinical investigations need verification from sources other than the clinical investigator that no material changes in the research have occurred since the previous IRB review, and (iv) ensuring prompt reporting to the IRB of changes in research activity and for ensuring that changes in approved research, during the period for which IRB approval has already been given, may not be initiated without IRB review and approval except where necessary to eliminate apparent immediate hazards to the human subjects. According to the ICMR Guidelines (2017),\[[@ref5]\] there should be mechanisms and policies for monitoring research in the domains of data capture, management, conflicts of interest, reporting of scientific misconduct, and appropriate initial and continuing training of researchers and EC members. ICMR Guidelines clearly state that ongoing research should be reviewed at regular intervals, at least once a year, (or more often, if deemed necessary depending on the level of risk) or as may be specified in the SOP of the EC and at the time of according approval, and as indicated in the communication letter.

These data usually include SAE reports, progress reports, reviews of protocol deviations/violations, amendments of protocol, and related documents submitted by the investigators as recommended under national and international guidelines and legislation.\[[@ref13][@ref14]\] The ECs can conduct monitoring/continuing review as "routine" or "for cause," and this must be decided at a full committee meeting.

The checklist proposed by the author based on inspection and audit findings of ECs aims to ensure that the IEC/IRB member focuses on a limited set of areas that have direct bearing on the subject safety protection in the study. An example of such a checklist that can be used by ECs is given in [Table 1](#T1){ref-type="table"}.
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The checklist or a modified version based on ECs requirement also incorporate marks for each item, and that can also be a useful way to assess the change in site performance from one on-site monitoring visit to the next. It also can give the IEC/IRB the confidence that the site is taking efforts to improve in critical areas related to subject safety. The EC/IRB should also communicate to the site (especially the investigator) the findings of the monitoring team and have clearly identified areas of improvement for the site.

CONCLUSION {#sec1-5}
==========

On-site monitoring of an approved study by the IEC/IRB ascertains the ethical conduct of clinical research and ensures that safety and wellbeing of the study participants are taken care. It also indirectly, ensures quality assurance and continued education of research staff and most importantly ensures that there are no breaches or lapses in the integrity of data. Depending on the degree of risk to the participants, the nature of the study, the vulnerability of the study participants and duration of the study, IEC may choose to review the study with more active monitoring. Hence, onsite monitoring by the IEC ensures the goal of human subject protection is maintained in research done at the site.
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